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1 . This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 5 sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/br drawings which have 
been amended and are the basis for this. report andybr sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I IS Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step: and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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I. Basis of the report 
1 



Description, Pages 

1 " 16 as originally filed 

Claims, Numbers 

1 " 21 as originally filed 

These elements were available or furnished to this Authority in the following language: , which is: 

□ thelanguage of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

° MeSiTS^lX**™ fUmished f0r the pu ^ oses of international preliminary examination (under 

3 - -e«^ application, the 

□ contained in the international application in written form. 

□ tiled together with the international application in computer readable form: - 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form 

° Sr„g^bS^n!S; n d' 0ma ' i0n rGCOrded ° 0mpUter readab,s fo ™ fe ""ntea! <° written sequence 
4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5 - ° ^'cT^^^^^^^^ no. been mad e, s,nce ,nev have 

(Any replacement sheet containing such amendments must be referred to under Item 1 end annexed to this 
6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicabiiity 

^vioTO 

□ the entire international application, 

S claims Nos. 10-21 , with respect to industrial applicability 
because: 

see separate sheet 

cotld'be formed C ' aimS N ° 8 ' ^ S ° inade < uate| y supported by the description that no meaningful opinion 
no international search report has been established for the said claims Nos 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V - c^n^d^ inventive step or industria. app.icabiiity; 

1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 

2. Citations and explanations 
see separate sheet 



Yes: 


Claims 


1-8, 10-21 


No: 


Claims 




Yes: 


Claims 


1-8, 10-21 


No: 


Claims 




Yes: 


Claims 


1-8 


No: 


Claims 
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Re Item I 

Basis of the report 

1 . The present set of claims contains claims 1 to 8 and 1 0 to 21 . The claims do not 
fulfil the requirements of Rule 6.1 (b) PCT because there is no claim with the 
number 9. 

2. Claim 6 is a repetition of claim 2. 
Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . Claims 1 0 to 21 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . None of the available prior art documents discloses crystalline biphenyl-4- 
carboxylic acid (R)-(6-(1 -((4-fluorobenzyl)methylamino)ethylideneamino)-2(R)- 
hydroxyindan-1-yl)amide hemihydrate as claimed on claims 1 to 6, 
pharmaceutical compositions comprising said compound (claims 7 and 8) or its 
use as claimed on claims 10 to 21 . 

The subject-matter of the claims is then novel (Article 33(2) PCT). 

2. The subject-matter of the claims is also based on an inventive step (Article 33(3) 
PCT). 

The problem underlying the present invention can be seen in the provision of a 
compound useful as a selective agonist of the muscarinic M-1 receptor and 
therefore useful for treating a variety of disorders of the central nervous system in 
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a pure stable and crystalline form. 

"mis problem is solved by the hemihydrate of the biphenyl-4-carboxylic acid (RW6- 

(1-((4-fluorobenzyl)methyl a mino)ethylideneamino)-2(R)-hydroxyindan-1.y|) a mide 
which is said to have suitable processing and storage properties and to exhibit 
greater thermodynamic stability (see page 1 of the description and examples P1 - 

9 3). 



3. 



There is no hint to this stable form the above mentioned compound which is not 
d.sclosed in the available pre-published prior art documents. Therefore an 
inventive step is acknowledged (Article 33(3) PCT). 

For the assessment of the present claims 10 to 21 on the question whether they 
are industnally applicable, no unified criteria exist in the PCT Contracting States 
The patentability can also be dependent upon the formulation of the claims The 
EPO, for example, does not recognize as industrially applicable the subject-matter 
of claims to the use of a compound in medical treatment, but may allow, however 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO-Aprll 1997) 



